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INTRODUCTION: AN OVERVIEW OF FGF-FGFR SIGNALING
7KH KXPDQ ¿EUREODVW JURZWK IDFWRUV )*)V FRPSRVH D IDPLO\ RI VHFUHWHG SRO\SHSWLGHV WKDW DUH HQFRGHG E\ GLVWLQFW JHQHV )*))*) DQG )*))*) )*)V SOD\ SOHLRWURSLF UROHV LQ KXPDQ GHYHORSPHQW DQG PHWDEROLVP E\ ELQGLQJ DQG DFWLYDWLQJ )*) UHFHSWRU W\URVLQH NLQDVHV )*)5V WKDW DUH HQFRGHG E\ IRXU JHQHV LQ KXPDQV )*)5 [1] [2] [3] Based on sequence homology and phylogeny, the eighteen mammalian FGFs are grouped LQWR ¿YH SDUDFULQH VXEIDPLOLHV DQG RQH HQGRFULQH VXEIDPLO\ 4-6 7KH SDUDFULQH VXEIDPLOLHV include the FGF1 VXEIDPLO\ FRPSULVLQJ )*) WKH FGF7 VXEIDPLO\ FRPSULVLQJ )*) 7, 10, 22; the FGF4 VXEIDPLO\ FRPSULVLQJ )*) WKH FGF8 VXEIDPLO\ FRPSULVLQJ FGF8, 17, 18; and the FGF9 VXEIDPLO\ FRPSULVLQJ )*) 7KH HQGRFULQHDFWLQJ FGF19 VXEIDPLO\ FRPSULVHV )*) 7KH SDUDFULQHDFWLQJ )*) )*) )*) )*) DQG )*) VXEIDPLOLHV SOD\ HVVHQWLDO UROHV LQ VSHUPDWRJHQHVLV 7-9 mesoderm induction, 10 41, 43 Importantly, the D3 alternative splicing event HODERUDWHV WKH QXPEHU RI SULQFLSDO )*)5V IURP IRXU WR VHYHQ )*)5E )*)5F )*)5E )*)5F )*)5E )*)5F )*)5 6WUXFWXUDO VWXGLHV KDYH VKRZQ WKDW ' DOWHUQDWLYH VSOLFLQJ PRGXODWHV WKH )*) ELQGLQJ VSHFL¿FLW\SURPLVFXLW\ RI ) * 
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5HODWLYH WR WKH ¿YH SDUDFULQHDFWLQJ )*) VXEIDPLOLHV WKH )*) VXEIDPLO\ H[KLELWV WKH OHDVW VHTXHQFH LGHQWLW\ DPRQJVW LWV PHPEHUV 7KH SDLUZLVH VHTXHQFH LGHQWLW\ EHWZHHQ WKH FRUH UHJLRQV RI PHPEHUV RI )*) VXEIDPLO\ UDQJHV EHWZHHQ IRU
)*) DQG )*) DQG IRU )*) DQG )*) )LJ $ ,Q FRPSDULVRQ WKH LGHQWLW\ EHWZHHQ WKH FRUH UHJLRQV RI PHPEHUV RI SDUDFULQH )*) VXEIDPLOLHV LV VLJQL¿FDQWO\ KLJKHU DQG UDQJHV EHWZHHQ IRU )*) DQG )*) WR IRU )*) DQG )*) 0RVW RI WKH VHTXHQFH GLYHUJHQFH EHWZHHQ )*) VXEIDPLO\ PHPEHUV VWHPV
WR DFFRPPRGDWH WKH QRYHO +%6 WRSRORJ\ RI )*) 6WUXFWXUDO DQDO\VLV VKRZV WKDW even a one residue insertion in the `9<` ORRS RI )*) ZRXOG LQWHUIHUH ZLWK WKH `10<` FRQIRUPDWLRQ VHHQ LQ )*) 7KH +%6 RI )*) FRQWDLQV D FOHIW VLPLODU WR WKDW LQ )*) EHWZHHQ WKH `1<`2 loop and `10< UHJLRQ )LJ ' 7KH 626 PROHFXOH ELQGV ZLWK LWV VXOIDWHG IUXFWRVH ULQJ IDFLQJ GRZQ LQWR WKH FOHIW LQ WKH )*) +%6 DQG LW HQJDJHV LQ K\GURJHQ ERQGV ZLWK $UJ DQG $UJ LQ `10<`12 and Arg-48 and Asn-49 in `1<` )LJ % +HQFH EDVHG RQ WKH FU\VWDO VWUXFWXUH WKHVH IRXU UHVLGXHV RI )*) PHGLDWH ELQGLQJ RI )*) WR +6
THE MOLECULAR BASIS FOR THE FGF19 SUBFAMILY'S KLOTHO CORECEPTOR REQUIREMENT 5HGXFHG $I¿QLW\ RI )*) 6XEIDPLO\ 0HPEHUV IRU +6
6XSHULPSRVLWLRQ RI WKH )*) DQG )*) FU\VWDO VWUXFWXUHV RQWR )*) LQ WKH )*))*)5FKHSDULQ WHUQDU\ FRPSOH[ VWUXFWXUH 3'% ,' )4 55 illuminates the impact
Figure 6. 7KH )*) VWUXFWXUH $ 7KH )*) VWUXFWXUH 3'% ,' 3 56 LV VKRZQ DV D VXUIDFH DQG as a cartoon. The `<sheets and
shown in light grey and FGF23 in dark grey. 
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STRUCTURAL BASIS FOR THE SPECIFICITY AND AFFINITY OF ENDOCRINE FGFs' BINDING TO FGFR
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